In general, monoubiquitylation appears to be suffiRemarkably, comparison with mapping data from cient for lysosomal protein targeting, although at least other UEV and related E2 proteins indicates that alsome targeted proteins have polyubiquitin chains, in though the different E2/UEV domains share the same which a lysine side chain of one Ub is attached to the structure and have conserved ubiquitin binding activ-
Relevance for Biological Function
Numbers in parenthesis are for the high-resolution bin.
The TSG101 UEV-Ub structure has relevance for numer- Several observations confirm that TSG101 UEV and Ub form the same complex in solution as seen in the crystal. First, there is excellent agreement between the crystal structure and maps of the TSG101 UEV and Ub interacof 24.0% (Table 1 of the UEV domain to TSG101's own autoinhibitory PSAP motif, thereby activating TSG101 for further protein recruitment.
Comparison with Other E2/UEV-Ub Interactions
Ours is the first report of a three-dimensional structure of a UEV or E2 complex with Ub. Others, however, have reported mapping data that define regions of contact between various UEV or E2 proteins and Ub. One example is Mms2-Ubc13, a heterodimeric complex composed of both a catalytically active E2 (Ubc13) and a UEV domain (Mms2). In the process of making poly(Ub) chains, the Mms2-Ubc13 complex must bind two different types of Ub molecule: an "acceptor" Ub, which is bound by Mms2 so that its Lys63 side chain can form an isopeptide bond with the "donor" Ub C terminus, which is activated by formation of a thiolester bond with 
